. In this cific and precise production sites, from where they micontext, a future research challenge would be to examine whether the manipulation of CR cell life span affects migration capacity in the late postnatal cerebral cortex.
Role of the Cajal-Retzius Cell in Migration:
grating neuron, either directly or indirectly, by anchoring other extracellular diffusible factors. The hypothesis To Go or Not to Go The function of CR cells has been challenged by the that reelin may act as a permissive factor, or even an attractive cue, for migrating neuroblasts when they findings that these neurons are the main source of reelin production in cortical development ( Another point which has gone largely unnoticed is tein, leads to devastating effects on neural migration, including abnormal migration and positioning, with a that reelin expression begins in the cortical plate at early stages of development (Alcantara et al., 1998) . In resulting pattern of altered lamination in the cerebral cortex. Moreover, in reeler mice, the preplate layer does mice, for example, reelin is expressed in GABAergic interneurons of layers V and VI from E18 onward, which not split correctly into layer I and the subplate. Signaling pathways mediated by reelin include the ApoER2 implies that the migrating neurons that are fated to form layers II-III must pass through a reelin-rich layer before and VLDLR receptors and the adaptor protein Dab1, in addition to other intracellular pathways (Beffert et Another possibility is that reelin may function as a detachment factor. For instance, chains of migrating layer I. Furthermore, migrating neurons do not enter this layer in normal development, whereas they do in neurons from the rostral migratory pathway detach from each other and from the surrounding glia in culsome pathological conditions in which this layer has been lesioned and depleted of CR cells (Gressens,  tures Importantly, it remains unclear whether the lack of CR Although considerable research effort has been devoted to CR cells, more than a century after their discells or the absence of reelin affects the maturation of the cerebral cortex. The reeler mutation is probably too covery and more than a decade after the discovery of reelin, the function of these cells in cortical developdevastating to draw reliable conclusions on the finetuning of cortical maturation or levels of synaptic activment has still not been fully understood. Notably, the precise molecular and cellular mechanisms by which ity in the developing cortex. To our knowledge, these parameters have not been studied in mouse models these intriguing neurons regulate the building of the cerebral cortex remain to be elucidated. Part of the comthat lack CR cells, in many cases because of their perinatal lethality. The generation of conditional murine plexity is because CR cells do not serve a single function but exert several throughout the distinct stages of models that specifically delete CR cells, for example by targeting toxins to these cells, will be required to addevelopment. Because of its size, protein domains, highly dynamic expression pattern, and complex sigdress whether or not CR cell activity (and that of its GABAergic partners) modulates aspects of cortical naling pathway, reelin is designed to exert a range of influences during the stages of cortical development. maturation. If this were indeed the case, studies would have to focus on processes that occur at early developFurthermore, the participation of reelin in the pathogenesis of neurological disorders suggests that this protein mental stages, before naturally occurring CR cell death. 
